RESULTS.
A total of 308 (2.4%) of the study children developed TTN. Risk factors for development of TTN included maternal asthma, birth weight of Ն4500 g, male gender, and urban location. Infants with TTN at birth had a significantly increased risk of having a wheezing disorder in early childhood (adjusted hazard ratio: 1.17 [95% confidence interval: 1.02-1.34]).
CONCLUSIONS. TTN is associated with the development of wheezing syndromes in early childhood.
REVIEWER COMMENTS. TTN is generally believed to resolve in 2 to 5 days with no increased risk of pulmonary complications. The findings in this study suggest otherwise, with maternal asthma a risk factor for development of TTN. Nevertheless, the spectrum of wheezing disorders is broad, especially in this study where they evaluated onset of symptoms before 7 years of age, and not every young child with wheezing eventually develops childhood asthma. Additional studies to examine the association between TTN and wheezing before the age of 3 years may help determine if TTN plays a critical role in early pulmonary development. This study compared RBM thickness and inflammation in endobronchial biopsies from wheezy preschool-aged children and age-matched control subjects.
STUDY POPULATION. Tissue for endobronchial biopsy was obtained from wheezy preschool-aged children (aged 3 months to 5 years) who were undergoing a clinically indicated fiber-optic bronchoscopy. Nonasthmatic controls were subjects undergoing fiber-optic bronchoscopy to investigate stridor.
METHODS. There were 16 children (median age: 29 months) with wheezing confirmed by video questionnaire (confirmed wheezers), 14 children (median age: 17 months) with reported wheeze (reported wheeze), and 10 (median age: 10 months) control subjects. Biopsy specimens were examined to compare eosinophilic inflammation (volume fraction of immunologically distinct inflammatory cells) and RBM thickness between the groups.
RESULTS. Median RBM thickness was 4.6 m in children with confirmed wheezing compared with 3.5 m in those with reported wheezing and 3.8 m in controls. Median values for eosinophil density were 1.07% in confirmed wheezers, 0.72% in reported wheezers, and 0.0% in controls. Eosinophilic inflammation was significantly greater in confirmed wheezers compared with control subjects (P Ͻ .05). There were no betweengroup differences for any other inflammatory cell phenotype.
CONCLUSIONS. The characteristic pathologic features of asthma in adults and school-aged children develop in preschool-aged children with confirmed wheeze between the ages of 1 and 3 years, a time when intervention may modify the natural history of asthma.
REVIEWER COMMENTS. This study reconfirms that pathologic evidence of asthma can be found as early as 1 to 3 years of age. This also seems to relate to the time when lungfunction abnormalities appear in preschool-aged persistent wheezers. Treatment during this critical period may affect the natural history of asthma. The online version of this article, along with updated information and services, is 
